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PTO- 1590 (8-01) 



BEST * W *JLABLE COPY 



COST IN U.S. DOLLARS 
FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 

FILE ' REGISTRY ' ENTERED AT 09:21:45 ON 18 
USE IS SUBJECT TO THE TERMS OF YOUR STN CI 
PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2002 American Chemical Socie 

^STRUCTURE FILE UPDATES: 16 APR 2002 HIG 
DICTIONARY FILE UPDATES: 16 APR 2002 HIG 

TSCA INFORMATION NOW CURRENT THROUGH July 7, 2001 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Calculated physical property data is now available. See HELP PROPERTIES 
for more information. See STNote 27, Searching Properties in the CAS 
Registry File, for complete details: 
http: //www.cas. org/ONLINE/STN/STNOTES/stnotes27 .pdf 



=> e ". gamma . -aminobutyric acid'Vcn 5 

El 1 . GAMMA. -AMINOBUTYRATE: .ALPHA. -OXOGLUTARATE AMINOTRANSFERASE/ 

CN 

E2 1 .GAMMA. -AMINOBUTYRATE : 2-OXOGLUTARATE AMINOTRANSFERASE/CN 

E3 1 — > .GAMMA. -AMINOBUTYRIC ACID/CN 

E4 1 .GAMMA. -AMINOBUTYRIC ACID AMIDE/CN 

E5 1 .GAMMA. -AMINOBUTYRIC ACID AMINOTRANSFERASE/CN 

=> s e3;d ide can; e ari/cn 5 

LI 1 " .GAMMA. -AMINOBUTYRIC ACID'VCN 



LI ANSWER 1 OF 1 REGISTRY COPYRIGHT 2002 ACS 
RN 56-12-2 REGISTRY 

CN Butanoic acid, 4-amino- (9CI) (CA INDEX NAME) 



OTHER CA INDEX NAMES: 
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SINCE FILE TOTAL 

ENTRY SESSION 

805.32 1560.12 

SINCE FILE TOTAL 

ENTRY SESSION 

-35.93 -49.26 

APR 2002 

ISTOMER AGREEMENT, 
ity (ACS) 



1HEST RN 405504-96-3 
IHEST RN 405504-96-3 



BEST AVAILABLE COPY 



* 



/ 

t CN Butyric acid, 4-amino- (7CI, 8CI) 
OTHER NAMES: 

CN . gamma . -Aminobutanoic acid 
CN . gamma. -Aminobutyric acid 

CN . omega . -Aminobutyric acid 

CN 3-Carboxypropylamine 

CN 4 -Aminobutanoic acid 

CN 4 -Aminobutyric acid 

CN Aminalon 

CN GABA 

CN Gaballon 

CN Gamarex 

CN Gammalon 

CN Gammalone 

CN Gammar 

CN Gammasol 

CN Mielogen 

CN Mielomade 

CN Piperidic acid 

CN Piperidinic acid 

FS 3D CONCORD 

DR 3131-86-0 

MF C4 H9 N 02 

CI COM 

LC STN Files: ADISNEWS, AGRICOLA, ANABSTR, BEILSTEIN* , BIOBUSINESS, BIOSIS, 
BIOTECHNO, CA, CABA, CANCERLIT, CAOLD, CAPLUS, CASREACT, CBNB, CEN, 
CHEMCATS, CHEMINFORMRX, CHEMLIST, CIN, CSCHEM, DDFU, DETHERM* , DRUGU, 
EMBASE, GMELIN* , HODOC*, IFICDB, IFIPAT, IFIUDB, IPA, MEDLINE, MRCK* , 
MSDS-OHS, NAPRALERT, NIOSHTIC, PROMT, RTECS* , SPECINFO, SYNTHLINE, 
TOXCENTER, ULIDAT, USAN, USPATFULL, VETU 

(*File contains numerically searchable property data) 
Other Sources: DSL* * , EINECS**, TSCA** 

(**Enter CHEMLIST File for up-to-date regulatory information) 



H2N- (CH2) 3-CO2H 



**PR0PERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

224 68 REFERENCES IN FILE CA (1967 TO DATE) 

4 05 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 

224 93 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

1 REFERENCES IN FILE CAOLD (PRIOR TO 1967) 



REFERENCE 


1 : 


136 


247095 


REFERENCE 


2: 


136 


246834 


REFERENCE 


3: 


136 


245689 


REFERENCE 


4 : 


136 


245674 


REFERENCE 


5: 


136 


243205 


REFERENCE 


6: 


136 


242558 


REFERENCE 


7 : 


136 


242080 


REFERENCE 


8: 


136 


242075 
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REFERENCE 9: 136:242067 
REFERENCE 10: 136:242049 



El 
E2 
E3 
E4 
E5 

=> 
El 
E2 
E3 
E4 
E5 

=> 
El 
E2 
E3 
E4 

E5 



1 ARHEOL/CN 

1 ARHO 39242/CN 

0 --> ARI/CN 

1 ARI 310/CN 
1 ARI 340/CN 

e adlose reductase inhibitor/cn 5 
1 ADLOC 851/CN 

1 ADLONE/CN 

0 --> ADLOSE REDUCTASE INHIBITOR/CN 

1 ADLUMIA FUNGOSA, EXT . /CN 
1 ADLUMICEINE/CN 

e aldose reductase inhibitor/cn 5 

1 ALDOSE REDUCTASE (RENAL-SPECIFIC HUMAN) /CN 

1 ALDOSE REDUCTASE ( SACCHAROMYCES CEREVISIAE) /CN 

0 — > ALDOSE REDUCTASE INHIBITOR/CN 

1 ALDOSE REDUCTASE SEQUENCE HOMOLOG (SACCHAROMYCES CEREVISIAE 
OPEN READING FRAME YBR149W)/CN 

1 ALDOSE REDUCTASE-LIKE PROTEIN (RAT HEPATOMA FRAGMENT) /CN 



=> s aldose reductase?/cn 

L2 15 ALDOSE REDUCTASE? /CN 

=> s (muscimol or progabide or riluzole or baclofen or gabapentin or vigabatrin or 
valproic acid or tiagabine or lamotrigine or pregabalin or phenytoin or 
,carbamazepine or topiramate) /cn 

1 MUSCIMOL/CN 

1 PROGABIDE/CN 

1 RILUZOLE/CN 

1 BACLOFEN/CN 

1 GABAPENTIN/CN 

1 VIGABATRIN/CN 

1 VALPROIC ACID/CN 

1 TIAGABINE/CN 

1 LAMOTRIGINE /CN 

1 PREGABALIN/CN 

1 PHENYTOIN/CN 

1 CARBAMAZEPINE/CN 

1 TOPIRAMATE/CN 

L3 13 (MUSCIMOL OR PROGABIDE OR RILUZOLE OR BACLOFEN OR GABAPENTIN OR 

VIGABATRIN OR VALPROIC ACID OR TIAGABINE OR LAMOTRIGINE OR PREGA 
BALIN OR PHENYTOIN OR CARBAMAZEPINE OR TOPIRAMATE) /CN 

=> s (ponalrestat or tolrestat or epalrestat or zenarestat or "spr-210" or "zd 
5522" or sorbinil or minalrestat ) /cn 

1 PONALRESTAT/CN 

1 TOLRESTAT/CN 

1 EPALRESTAT /CN 

1 ZENARESTAT /CN 

0 "SPR-210"/CN 

1 "ZD 5522"/CN 
1 SORBINIL/CN 

1 MINALRESTAT/CN 

L4 7 (PONALRESTAT OR TOLRESTAT OR EPALRESTAT OR ZENARESTAT OR "SPR-21 

0" OR "ZD 5522" OR SORBINIL OR MINALRESTAT) /CN 
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=> s spr 210/cn 

L5 1 SPR 210/CN 



=> fil medl, caplus;biosis, embase, jicst, wpids 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 

FILE 'MEDLINE' ENTERED AT 09:26:00 ON 18 APR 2002 



SINCE FILE 
ENTRY 
100.44 

SINCE FILE 
ENTRY 
0.00 



TOTAL 
SESSION 
1660. 56 

TOTAL 
SESSION 
-49.26 



FILE 'CAPLUS' ENTERED AT 09:26:00 ON 18 APR 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 



BIOSIS, EMBASE, JICST, WPIDS IS NOT A RECOGNIZED COMMAND 
The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> fil medl, caplus, biosis, embase, jicst, wpids 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.78 1661.34 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE 0.00 -49.26 

FILE 'MEDLINE' ENTERED AT 09:26:10 ON 18 APR 2002 

FILE 'CAPLUS' ENTERED AT 09:26:10 ON 18 APR 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'BIOSIS' ENTERED AT 09:26:10 ON 18 APR 2002 
COPYRIGHT (C) 2002 BIOLOGICAL ABSTRACTS INC.(R) 

FILE 'EMBASE' ENTERED AT 09:26:10 ON 18 APR 2002 

COPYRIGHT (C) 2002 Elsevier Science B.V. All rights reserved. 

FILE ' JICST-EPLUS' ENTERED AT 09:26:10 ON 18 APR 2002 

COPYRIGHT (C) 2002 Japan Science and Technology Corporation (JST) 

FILE 'WPIDS' ENTERED AT 09:26:10 ON 18 APR 2002 
COPYRIGHT (C) 2002 DERWENT INFORMATION LTD 

=> s (muscimol or progabide or riluzole or baclofen or gabapentin or vigabatrin or 
valproic acid or tiagabine or lamotrigine or pregabalin or phenytoin or 
carbamazepine or topiramate or 13 or gaba or gamma aminobutyr? acid or (gaba or 
gamma aminobutyr? acid) (w) agonist or 11) 
L6 63454 FILE MEDLINE 

L7 53321 FILE CAPLUS 

L8 77890 FILE BIOSIS 

L9 88698 FILE EMBASE 
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L10 
Lll 



3560 FILE JICST-EPLUS 
1514 FILE WPIDS 



TOTAL FOR ALL FILES 

L12 2884 37 (MUSCIMOL OR PROGABIDE OR RILUZOLE OR BACLOFEN OR GABAPENTIN OR 

VIGABATRIN OR VALPROIC ACID OR TIAGABINE OR LAMOTRIGINE OR PREGA 
BALIN OR PHENYTOIN OR CARBAMAZEPINE OR TOPIRAMATE OR L3 OR GABA 
OR GAMMA AMINOBCJTYR? ACID OR (GABA OR GAMMA AMINOBUTYR? ACID) (W) 
AGONIST OR LI) 

=> s 112 and (ponalrestat or tolrestat or epalrestat or zenarestat or "spr-210" or 

"zd 5522" or sorbinil or minalrestat or ari or aldose reductase inhibit? or 12) 

L13 19 FILE MEDLINE 

L14 4 8 FILE CAPLUS 

L15 35 FILE BIOSIS 

L16 104 FILE EMBASE 

L17 4 FILE JICST-EPLUS 

L18 3 FILE WPIDS 

TOTAL FOR ALL FILES 

L19 213 L12 AND (PONALRESTAT OR TOLRESTAT OR EPALRESTAT OR ZENARESTAT 

OR "SPR-210" OR "ZD 5522" OR SORBINIL OR MINALRESTAT OR ARI OR 
ALDOSE REDUCTASE INHIBIT? OR L2) 

=> s 119 and composi? 

L20 0 FILE MEDLINE 

L21 14 FILE CAPLUS 

L22 0 FILE BIOSIS 

L23 1 FILE EMBASE 

L24 0 FILE JICST-EPLUS 

L25 0 FILE WPIDS 

TOTAL FOR ALL FILES ■ 

L26 15 L19 AND COMPOSI? 

=> dup rem 12 6 

PROCESSING COMPLETED FOR L26 

L27 15 DUP REM L2 6 (0 DUPLICATES REMOVED) 

=> d 1-15 cbib abs it 

L27 ANSWER 1 OF 15 CAPLUS COPYRIGHT 2002 ACS 

2000:725436 Document No. 133:301171 Compositions and methods for 

improved delivery of ionizable hydrophobic therapeutic agents. Chen, 
Feng-jing; Patel, Manesh V. (Lipocine, Inc., USA). PCT Int. Appl . WO 
2000059475 Al 20001012, 99 pp. DESIGNATED STATES: W: AE, AL, AM, AT, AU, 
AZ, BA, BB, BG, BR, BY, CA, CH, CN, CR, CU, CZ, DE, DK, DM, DZ, EE, ES, 
FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, 
LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, 
RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, UZ, VN, YU, 
ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM; RW: AT, BE, BF, BJ, CF, CG, 
CH, CI, CM, CY, DE, DK, ES, FI, FR, GA, GB, GR, IE, IT, LU, MC, ML, MR, 
NE, NL, PT, SE, SN, TD, TG . (English). CODEN: PIXXD2 . APPLICATION: WO 
2000-US7342 20000316. PRIORITY: US 1999-287043 19990406. 

AB The present invention is directed to a pharmaceutical compn. 

including a hydrophobic therapeutic agent having at least one ionizable 
functional group, and a carrier. The carrier includes an ionizing agent 
capable of ionizing the functional group, a surfactant, and optionally 
solubilizers, triglycerides, and neutralizing agents. The invention 
further relates to a method of prepg. such compns . by providing 
a compn. of an ionizable hydrophobic therapeutic agent, an 
ionizing agent, and a surfactant, and neutralizing a portion of the 
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ionizing agent with a neutralizing agent. The compns. of the 
invention are particularly suitable for use in oral dosage forms. A 
carrier contg. coned, phosphoric acid 0.025, Tween-20 0.3, Arlacel 186 
0.2, sodium taurocholate 0.15, propylene glycol 0.3 g was formulated. 
Itraconazole was included in the carrier at 30 mg/mL for testing the 
stability of the itraconazole soln. upon diln. in simulated gastric fluid. 
IT Diglycerides 
Diglycerides 
Diglycerides 

Glycerides, biological studies 
Glycerides, biological studies 
Glycerides, biological studies 
Monoglycerides 
Monoglycerides 
Monoglycerides 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(C8-10 monoglycerides and diglycerides; pharmaceutical compns 

. contg. hydrophobic therapeutic agents and carriers contg. ionizing 

agents and surfactants and triglycerides) 
IT Fatty acids, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(C8-10, esters with propylene glycol; pharmaceutical compns. 

contg. hydrophobic therapeutic agents and carriers contg. ionizing 

agents and surfactants and triglycerides) 
IT Glycerides, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(C8-10, ethoxylated; pharmaceutical compns. contg. 

hydrophobic therapeutic agents and carriers contg. ionizing agents and 

surfactants and triglycerides) 
IT Glycerides, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(C8-10; pharmaceutical compns. contg. hydrophobic therapeutic 

agents and carriers contg. ionizing agents and surfactants and 

triglycerides) 
IT Hydroquinones 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

( Hydroquinosulf onic acid; pharmaceutical compns. contg. 

hydrophobic therapeutic agents and carriers contg. ionizing agents and 

surfactants and triglycerides) 
IT Monoglycerides 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(acetates, with C6 to C20 fatty acid; pharmaceutical compns. 

contg. hydrophobic therapeutic agents and carriers contg. ionizing 

agents and surfactants and triglycerides) 
IT Drug delivery systems 

(aerosols; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Amines, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(aliph.; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Sulfonates 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(alkanesulfonates; pharmaceutical compns. contg. hydrophobic 
therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Phenols, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(alkyl, ethoxylated; pharmaceutical compns. contg. 

hydrophobic therapeutic agents and carriers contg. ionizing agents and 
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surfactants and triglycerides) 
IT Glycosides 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(alkyl, maltosides; pharmaceutical compns. contg. hydrophobic 
therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Fats and Glyceridic oils, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(almond, ethoxylated; pharmaceutical compns. contg. 

hydrophobic therapeutic agents and carriers contg. ionizing agents and 
surfactants and triglycerides) 
IT Sulfones 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(amino; pharmaceutical compns. contg. hydrophobic therapeutic 
agents and carriers contg. ionizing agents and surfactants and 
triglycerides) 
IT Heterocyclic compounds 

Heterocyclic compounds 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(aroirw, hydroxy; pharmaceutical compns. contg. hydrophobic 
therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 

IT Amines, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(arom.; pharmaceutical compns. contg. hydrophobic therapeutic 
agents and carriers contg. ionizing agents and surfactants and 
triglycerides) 

IT Drug delivery systems 

(capsules; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Drug delivery systems 

(carriers; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 

IT Glycerides, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(corn, ethoxylated, Crovol M 40 and Crovol M 70; pharmaceutical 
compns. contg. hydrophobic therapeutic agents and carriers 
contg. ionizing agents and surfactants and triglycerides) 

IT Fatty acids, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(essential; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT Fatty acids, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(esters, with polyglycerol; pharmaceutical compns. contg. 

hydrophobic therapeutic agents and carriers contg. ionizing agents and 

surfactants and triglycerides) 
IT Amino acids, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(esters; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Carbohydrates, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(ethers; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Castor oil 

RL: THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 
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(ethoxylated, Incrocas 35 and Incrocas 40; pharmaceutical 
compns. contg. hydrophobic therapeutic agents and carriers 
contg. ionizing agents and surfactants and triglycerides) 
IT Corn oil 

Fatty acids, biological studies 

Glycerides, biological studies 

Olive oil 

Palm kernel oil 

Peanut oil 

Sterols 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(ethoxylated; pharmaceutical compns. contg. hydrophobic 
therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 

IT Drug delivery systems 

(gels; pharmaceutical compns. contg. hydrophobic therapeutic 
agents and carriers contg. ionizing agents and surfactants and 
triglycerides) 

IT Aromatic compounds 
Aromatic compounds 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(heterocyclic, hydroxy; pharmaceutical compns. contg. 

hydrophobic therapeutic agents and carriers contg. ionizing agents and 

surfactants and triglycerides) 
IT Amines, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(heterocyclic; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT Castor oil 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(hydrogenated, ethoxylated, Cremophor RH 40; pharmaceutical 
compns. contg. hydrophobic therapeutic agents and carriers 
contg. ionizing agents and surfactants and triglycerides) 
IT Castor oil 

Palm kernel oil 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(hydrogenated, ethoxylated; pharmaceutical compns. contg. 
hydrophobic therapeutic agents and carriers contg. ionizing agents and 
surfactants and triglycerides) 
IT Surfactants 

(hydrophilic; pharmaceutical compns. contg. hydrophobic 
therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Surfactants 

(hydrophobic; pharmaceutical compns. contg. hydrophobic 
therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Minerals, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(hydrotalcite-group; pharmaceutical compns. contg. 

hydrophobic therapeutic agents and carriers contg. ionizing agents and 
surfactants and triglycerides) 
IT Acids, • biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(inorg.; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Surfactants 

(ionic; pharmaceutical compns. contg. hydrophobic therapeutic 
agents and carriers contg. ionizing agents and surfactants and 
triglycerides ) 
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IT Drug delivery systems 

(lotions; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Drug delivery systems 

(mucosal; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT Fatty acids, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(non-essential; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT Surfactants 

(nonionic; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT Drug delivery systems 

(ointments, creams; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT Drug delivery systems 

(ointments; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Drug delivery systems 

(ophthalmic; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT Drug delivery systems 

(oral; pharmaceutical compns. contg. hydrophobic therapeutic 

agents and carriers contg. ionizing agents and surfactants and 

triglycerides ) 
IT Acids, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(org.; pharmaceutical compns. contg. hydrophobic therapeutic 

agents and carriers contg. ionizing agents and surfactants and 

triglycerides) 
IT Glycerides, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(palm kernel-oil, ethoxylated, Crovol PK 70; pharmaceutical 

compns. contg. hydrophobic therapeutic agents and carriers 

contg. ionizing agents and surfactants and triglycerides) 
IT Drug delivery systems 

(parenterals; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT Drug delivery systems 

(pastes; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Surfactants 

(pharmaceutical compns. contg. hydrophobic therapeutic agents 
and carriers contg. ionizing agents and surfactants and triglycerides) 
IT Alcohols, biological studies 

Amino acids, biological studies 
Bile salts 

Carboxylic acids, biological studies 
Diglycerides 

Phenols, biological studies 
Phospholipids, biological studies 
Soybean oil 
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Sulfonamides 
Sulfonates 

Sulfonic acids, biological studies 

Sulfonylureas 

Tannins 

Thiols (organic) , biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(pharmaceutical compns. contg. hydrophobic therapeutic agents 
and carriers contg. ionizing agents and surfactants and triglycerides) 
IT Sterols 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(phyto; pharmaceutical compns. contg. hydrophobic therapeutic 

agents and carriers contg. ionizing agents and surfactants and 

triglycerides ) 
IT Alcohols, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(polyhydric, reaction products; pharmaceutical compns. contg. 

hydrophobic therapeutic agents and carriers contg. ionizing agents and 

surfactants and triglycerides) 
IT Alcohols, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(polyhydric, solubilizer; pharmaceutical compns. contg. 

hydrophobic therapeutic agents and carriers contg. ionizing agents and 

surfactants and triglycerides) 
IT Drug delivery systems 

(pulmonary; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Drug delivery systems 

(rectal; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Fatty acids, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(salts; pharmaceutical compns. contg. hydrophobic therapeutic 
agents and carriers contg. ionizing agents and surfactants and 
triglycerides) 
IT Drug delivery systems 

(solns., oral; pharmaceutical compns. contg. hydrophobic 
therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Amides, biological studies 
Esters, biological studies 
Polyoxyalkylenes, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(solubilizer; pharmaceutical compns. contg. hydrophobic 
therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Sterols 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(soya, ethoxylated; pharmaceutical compns. contg. hydrophobic 
therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Drug delivery systems 

(sprays; pharmaceutical compns. contg. hydrophobic, 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Carbohydrates, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(sugar esters; pharmaceutical compns. contg. hydrophobic 
therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
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IT Drug delivery systems 

(suppositories; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT Drug delivery systems 

(topical; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT Drug delivery systems 

(transdermal; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT Drug delivery systems 

(vaginal; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
IT Fats and Glyceridic oils, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(vegetable, ethoxylated; pharmaceutical compns. contg. 

hydrophobic therapeutic agents and carriers contg. ionizing agents and 
surfactants and triglycerides) 
IT Fats and Glyceridic oils, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(vegetable, hydrogenated, Sterotex NF; pharmaceutical compns. 
contg. hydrophobic therapeutic agents and carriers contg. ionizing 
agents and surfactants and triglycerides) 
IT Glycerides, biological studies 
Monoglycerides 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(with C6 to C20 fatty acid; pharmaceutical compns. contg. 

hydrophobic therapeutic agents and carriers contg. ionizing agents and 

surfactants and triglycerides) 
IT 53824-77-4, Propylene glycol dicaprate 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(Captex 100; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT 9004-96-0, Polyethylene glycol monooleate 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(Crodet 0 40, Kessco PEG 1000MO; pharmaceutical compns. 

contg. hydrophobic therapeutic agents and carriers contg. ionizing 

agents and surfactants and triglycerides) 
IT 79665-92-2, Hexaglycerol monooleate 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(Drewpol 6-10; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT 9004-81-3, Kessco PEG 1000ML 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(Kessco PEG 1000ML and Mapeg 200ML; pharmaceutical compns. 

contg. hydrophobic therapeutic agents and carriers contg. ionizing 

agents and surfactants and triglycerides) 
IT 9005-02-1, Polyethylene glycol dilaurate 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(Kessco PEG 1540DL; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
IT 9005-07-6, Polyethylene glycol dioleate 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(Kessco PEG 1540DO; pharmaceutical compns. contg. hydrophobic 

therapeutic agents and carriers contg. ionizing agents and surfactants 

and triglycerides) 
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IT 50-06-6, Phenobarbital, biological studies 50-21-5, biological studies 

50- 21-5D, Lactic acid, glycerides 50-44-2, Mercaptopurine 50-48-6, 
Amitriptyline 50-52-2, Thioridazine 50-53-3, Chlorpromazine, 
biological studies 50-55-5, Reserpine 50-78-2 50-81-7, Ascorbic 
acid, biological studies 51-48-9, Levothyroxine, biological studies 

51- 52-5, Propylthiouracil 51-55-8, Atropine, biological studies 
51-64-9, Dexamphetamine 52-86-8, Haloperidol 53-86-1, Indomethacin 
54-05-7, Chloroquine 54-11-5, Nicotine 54-31-9 56-54-2, Quinidine 
57-10-3, Palmitic acid, biological studies 57-11-4, Stearic acid, 
biological studies 57-22-7, Vincristine 57-27-2, Morphine, biological 
studies 57-41-0, Phenytoin 57-43-2, Amylobarbital 

57-44-3, Barbital 57-47-6, Physostigmine 57-66-9, Probenecid 

57- 88-5, Cholesterol, biological studies 58-14-0, Pyrimethamine 

58- 25-3, Chlordiazepoxide 58-32-2, Dipyridamole 58-38-8, 
Prochlorperazine 58-39-9, Perphenazine 58-54-8, Ethacrynic acid 

58- 73-1, Diphenhydramine 58-94-6, Chlorothiazide 59-05-2, Methotrexate 

59- 66-5, Acetazolamide 59-87-0, Nitrof urazone 59-96-1, 

Phenoxybenzamine 61-56-3, Sulthiame . 61-68-7, Mefenamic acid 61-72-3, 
Cloxacillin 64-18-6, Formic acid, biological studies 64-19-7, Acetic 
acid, biological studies 64-77-7, Tolbutamide 65-85-0, Benzoic acid, 
biological studies 66-76-2, Dicumarol 66-79-5, Oxacillin 67-20-9, 
Nitrofurantoin ' 68-04-2, Sodium Citrate 68-11-1, Thioglycolic acid, 
biological studies 68-35-9, Sulfadiazine 69-23-8, Fluphenazine 
69-72-7, biological studies 69-93-2, Uric acid, biological studies 
72-44-6, Methaqualone 72-69-5, Nortriptyline 74-55-5, Ethambutol 

75- 75-2, Methanesulfonic acid 76-57-3, Codeine 76-74-4, Pentobarbital 

76- 99-3, Methadone 77-28-1, Butobarbital 77-36-1, Chlorthalidone 

77- 86-1, Tromethamine 77-92-9, biological studies 79-09-4, Propanoic 
acid, biological studies 79-10-7, Acrylic acid, biological studies 
82-92-8, Cyclizine 83-68-1, Vitamin K6 83-69-2, Vitamin K7 83-70-5, 
Vitamin K5 83-89-6, Mepacrine 86-21-5, Pheniramine 86-22-6, 
Brompheniramine 86-35-1, Ethotoin 86-42-0, Amodiaquine 87-69-4, 
biological studies 89-57-6, Mesalamine 89-65-6, Isoascorbic acid 
90-82-4, Pseudoephedrine 90-84-6, Diethylpropion 94-20-2, 
Chlorpropamide 97-23-4, Dichlorophen 99-66-1, Valproic 

acid 101-31-5, Hyoscyamine 102-71-6, biological studies 
104-15-4, p-Toluenesulf onic acid, biological studies 107-15-3, 
1, 2-Ethanediamine, biological studies 107-92-6, Butyric acid, biological 
studies 110-15-6, Butanedioic acid, biological studies 110-16-7, 
2-Butenedioic acid (2Z)-, biological studies 110-17-8, Fumaric acid, 
biological studies 110-27-0, Isopropyl myristate 111-03-5, Glyceryl 
monooleate 111-62-6, Ethyl Oleate 111-90-0, Transcutol 112-80-1, 
Oleic acid, biological studies 113-15-5, Ergotamine 113-45-1, 
Methylphenidate 113-59-7, Chlorprothixene 113-92-8 114-07-8, 
Erythromycin 115-38-8, Methylphenobarbital 117-89-5, Trifluoperazine 
121-44-8, biological studies 122-09-8, Phentermine 122-20-3, 
Triisopropanolamine 124-04-9, Hexanedioic acid, biological studies 
125-28-0, Dihydrocodeine 125-53-1, Oxyphencyclimine 125-84-8, 
Aminoglutethimide 127-09-3, Sodium Acetate 127-33-3, Demeclocycline 
127-69-5, Sulfafurazole 127-71-9, Sulf abenzamide 127-79-7, 
Sulfamerazine 128-13-2, Ursodeoxycholic acid 128-37-0, Butylated 
Hydroxytoluene, biological studies 129-03-3, Cyproheptadine 129-20-4, 
Oxyphenbutazone 130-95-0, Quinine 132-17-2, Benztropine 138-36-3, 
p-Bromophenylsulf onic acid 139-33-3, Edetate Disodium 141-43-5, 
biological studies 142-18-7, Glyceryl monolaurate 142-91-6, Isopropyl 
palmitate 143-07-7, Laurie acid, biological studies 144-11-6, 
Benzhexol 144-55-8, Sodium hydrogen carbonate, biological studies 
144-62-7, Ethanedioic acid, biological studies 144-80-9, Sulfacetamide 
144-83-2, Sulf apyridine 145-42-6, Taurocholic acid, sodium salt 
146-22-5, Nitrazepam 146-54-3, Fluopromazine 148-79-8, Thiabendazole 
151-21-3, Sodium Dodecyl Sulfate, biological studies 154-42-7, 
Thioguanine 190-39-6, Bisanthene 288-14-2, Isoxazole 298-57-7, 
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Cinnarizine 299-42-3, Ephedrine 300-62-9, Amphetamine 302-79-4, 
Tretinoin 305-03-3, Chlorambucil 321-64-2, Tacrine 359-83-1, 
Pentazocine 361-37-5, Methysergide 364-62-5, Metoclopramide 389-08-2 
396.-01-0, Triamterene 404-86-4, Capsaicin 437-38-7, Fentanyl 
439-14-5, Diazepam 442-52-4, Clemizole 443-48-1, Metronidazole 
446-86-6, Azathioprine 458-24-2, Fenfluramine 463-79-6, Carbonic acid, 
biological studies 471-34-1, Calcium carbonate, biological studies 
486-16-8, Carbinoxamine 500-92-5, Proguanil 511-12-6, 
Dihydroergotamine 514-65-8, Biperiden 519-23-3, Ellipticine 
522-00-9, Ethopropazine 523-87-5, Dimenhydrinate 525-66-6 526-95-4, 
D-Gluconic acid 536-33-4, Ethionamide 537-21-3, Chlorproguanil 
544-35-4, Ethyl linoleate 544-63-8, Myristic acid, biological studies 
548-73-2, Droperidol 561-27-3, Diamorphine 564-25-0, Doxycycline 
569-65-3, Meclozine 577-11-7, Docusate sodium 599-79-1, Sulfasalazine 
603-50-9, Bisacodyl 604-75-1, Oxazepam 631-61-8, Ammonium Acetate 
644-62-2, Meclofenamic acid 657-24-9, Metformin 668-94-0, 
4 , 5-Diphenylimidazole 671-16-9, Procarbazine 723-46-6, 
Sulfamethoxazole 738-70-5, Trimethoprim 739-71-9, Trimipramine 
745-65-3, Alprostadil 768-94-5, Amantadine 846-49-1, Lorazepam 
846-50-4, Temazepam 848-75-9, Lormetazepam . 865-21-4, Vinblastine 
911-45-5, Clomiphene 915-30-0, Diphenoxylate 961-71-7, Phenbenzamine 
968-81-0, Acetohexamide 1134-47-0, Baclofen 

1156-19-0, Tolazamide 1309-42-8, Magnesium hydroxide 1310-58-3, 
Potassium Hydroxide, biological studies 1310-73-2, Sodium Hydroxide, 
biological studies 1327-43-1, Magnesium aluminum silicate 1330-80-9, 
Propylene glycol oleate 1333-28-4, Undecenoic acid 1335-30-4, Aluminum 
silicate 1336-21-6, Ammonium Hydroxide 1338-39-2, Sorbitan monolaurate 
1338-41-6, Sorbitan monostearate 1338-43-8, Sorbitan monooleate 
1400-61-9, Nystatin 1404-90-6, Vancomycin 1406-05-9, Penicillin 
1508-75-4, Tropicamide 1553-60-2, Ibufenac 1622-61-3, Clonazepam 
1622-62-4, Flunitrazepam 1812-30-2, Bromazepam 1951-25-3, Amiodarone 
1972-08-3, Dronabinol 2022-85-7, Flucytosine 2030-63-9, Clofazimine 
2062-78-4, Pimozide 2078-54-8, Propofol 2447-57-6, Sulfadoxine 
2487-39-0, Vitamin K-S (II) 2515-61-9, 1, 5-Diphenylpyrazoline 
2609-46-3, Amiloride 2709-56-0, Flupentixol 2898-12-6, Medazepam 
2998-57-4, Estramustine 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(pharmaceutical compns. contg. hydrophobic therapeutic agents 
and carriers contg. ionizing agents and surfactants and triglycerides) 
IT 3056-17-5, Stavudine 3116-76-5, Dicloxacillin 3239-44-9, 

Dexf enf luramine 3737-09-5, Disopyramide 4117-33-3, Lysine Ethyl Ester 
4342-03-4, Dacarbazine 4759-48-2, Isotretinoin 5002-47-1, Fluphenazine 
decanoate 5036-02-2,- Tetramisole 5051-62-7, Guanabenz 5104-49-4, 
Flurbiprofen 5306-85-4, Dimethyl Isosorbide 5588-33-0, Mesoridazine 
5633-20-5, Oxybutynin 5786-21-0, Clozapine 6452-71-7, Oxprenolol 
6493-05-6, Pentoxifylline 6506-37-2, Nimorazole 7087-68-5, 
Diisopropylethylamine 7261-97-4, Dantrolene 7416-34-4, Molindone 
7647-01-0, Hydrochloric Acid, biological studies 7664-38-2, Phosphoric 
acid, biological studies 7664-38-2D, Phosphoric acid, esters, biological 
studies 7664-93-9, Sulfuric acid, biological studies 7681-93-8, 
Natamycin 7689-03-4, Camptothecin 7697-37-2, Nitric acid, biological 
studies 7778-53-2, Potassium Phosphate 8007-43-0, Sorbitan 
sesquioleate 8045-34-9, Pentaerythritol stearate 9002-92-0, 
Polyoxyethylene lauryl ether 9002-93-1 9002-96-4, D- . alpha . -Tocopheryl 
polyethylene glycol succinate 9004-74-4, Methoxy polyethylene glycol 
9004-95-9, Polyethylene glycol cetyl ether 9004-98-2, Polyoxyethylene 
oleyl ether 9004-99-3, Myrj 51 9005-00-9, Polyoxyethylene stearyl 
ether 9005-08-7, Polyethylene glycol distearate 9005-32-7, Alginic 
acid 9005-64-5, Polysorbate 20 9005-65-6, Polysorbate 80 9005-66-7, 
Tween 40 9005-67-8, Tween 60 9007-48-1, Polyglyceryl oleate 
9011-21-6 9011-29-4 9014-67-9, Aloxiprin 9016-45-9 9062-73-1, 
Polyethylene glycol sorbitan laurate 9062-90-2, Polyethylene glycol 
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sorbitan oleate 10034-85-2, Hydriodic acid 10035-10-6, Hydrobromic 
acid, biological studies 10043-35-3, Boric acid, biological studies 
10238-21-8 10262-69-8, Maprotiline 10457-90-6, Bromperidol 
10540-29-1, Tamoxifen 11140-04-8, Imwitor 988 12633-72-6, Amphotericin 
12772-47-3, Pentaerythritol oleate 13292-46-1, Rifampin 13392-28-4, 
Rimantadine 13523-86-9 13655-52-2, Alprenolol 14028-44-5, Amoxapine 
14611-51-9, Selegiline 14808-79-8, Sulfate, biological studies 
15307-86-5, Diclofenac 15574-96-6, Pizotifen 15676-16-1, Sulpiride 

15686- 51-8, Clemastine 15686-71-2, Cephalexin 15686-83-6, Pyrantel 

15687- 27-1, Ibuprofen 16110-51-3, Cromoglicic acid 16773-42-5, 
Ornidazole 17560-51-9, Metolazone 17617-23-1, Flurazepam 18016-80-3, 
Lysuride 18507-89-6, Decoquinate 18559-94-9, Albuterol 19216-56-9, 
Prazosin 19387-91-8, Tinidazole 19794-93-5, Trazodone 20594-83-6, 
Nalbuphine 21187-98-4, Gliclazide 21256-18-8, Oxaprozin 21645-51-2, 
Aluminum hydroxide, biological studies 21738-42-1, Oxamniquine 
21829-25-4, Nifedipine 22071-15-4, Ketoprofen 22131-79-9, Alclofenac 
22204-53-1 22232-71-9, Mazindol 22494-42-4, Diflunisal 22882-95-7, 
Isopropyl linoleate 22916-47-8, Miconazole 22994-85-0, Benznidazole 
23031-25-6, Terbutaline 23110-15-8, Fumagillin 23288-49-5, Probucol 
23593-75-1, Clotrimazole 24219-97-4, Mianserin 25339-99-5, Sucrose 
monolaurate 25523-97-1, Dexchlorpheniramine 25614-03-3, Bromocriptine 
25637-84-7, Glyceryl dioleate 25637-97-2, Sucrose dipalmitate 
25812-30-0, Gemfibrozil 25953-19-9, Cefazolin 26097-80-3, Cambendazole 
26171-23-3, Tolmetin 26266-57-9, Sorbitan monopalmitate 26266-58-0, 
Sorbitan trioleate 26402-22-2, Glyceryl monocaprate 26402-26-6, 
Glyceryl monocaprylate 26446-38-8, Sucrose monopalmitate 26658-19-5, 
Sorbitan tristearate 26839-75-8, Timolol 26912-41-4D, Polyethylene 
glycol caprate, glycerides 27195-16-0, Sucrose distearate 27203-92-5, 
Tramadol 27220-47-9, Econazole 27321-96-6, Polyethylene glycol 
cholesterol 27638-00-2, Glyceryl dilaurate • 28395-03-1, Bumetanide 
28657-80-9, Cinoxacin 28911-01-5, Triazolam 28981-97-7, Alprazolam 
29094-61-9, Glipizide 29122-68-7, Atenolol 29679-58-1, Fenoprofen 
29767-20-2, Teniposide 30299-08-2, Clinofibrate 30909-51-4, 
Flupentixol decanoate 31431-39-7, Mebendazole 31692-85-0, Glycofurol 
33419-42-0, Etoposide 33671-46-4, Clotiazepam 33940-98-6 34406-66-1, 
Nikkol Decaglyn 1L 34580-13-7, Ketotifen 34911-55-2, Bupropion 
36322-90-4, Piroxicam 36330-85-5, Fenbufen 36354-80-0, Glyceryl 
dicaprylate 36531-26-7, Oxantel 36894-69-6, Labetalol 37148-27-9, 
Clenbuterol 37220-82-9, ARLACEL 186 37318-31-3, Crodesta F-160 
37321-62-3, Lauroglycol FCC 37517-30-9, Acebutolol 38194-50-2, 
Sulindac 38304-91-5, Minoxidil 38821-53-3, Cephradine 39366-43-3, 
Magnesium aluminum hydroxide 41340-25-4, Etodolac 41859-67-0, 
Bezafibrate 42200-33-9, Nadolol 42399-41-7, Diltiazem 42766-91-6, 
Nikkol DHC 43200-80-2, Zopiclone 43210-67-9, Fenbendazole 
50679-08-8, Terfenadine 51192-09-7, Nikkol TMGO 5 51264-14-3, 
Amsacrine 51322-75-9, Tizanidine 51384-51-1, Metoprolol 51481-61-9, 
Cimetidine 51803-78-2 51938-44-4, Sorbitan sesquistearate 
52081-33-1, Mitomycins 52468-60-7, Flunarizine 52504-24-2, Softigen 
767 52581-71-2, Volpo 3 52942-31-1, Etoperidone 53168-42-6, Myvacet 
9-45 53179-11-6, Loperamide 53230-10-7, Mefloquine 53716-50-0, 
Oxfendazole 53988-07-1, Glyceryl dicaprate 54029-12-8, Ricobendazole 
54143-55-4, Flecainide 54340-58-8, Meptazinol 54392-26-6, Sorbitan 
monoisostearate 54910-89-3, Fluoxetine 55142-85-3, Ticlopidine 
55268-74-1, Praziquantel 55985-32-5, Nicardipine 57107-95-6 

Pentaerythritol caprylate 57801-81-7, Brotizolam 
Domperidone 58581-89-8, Azelastine 59467-70-8, Midazolam 
59729-33-8, Citalopram 60142-96-3, Gabapentin 

60607-34-3, Oxatomide 60719-84-8, Amrinone 61318-90-9, Sulconazole 
61379-65-5, Rifapentine 61869-08-7 62013-04-1, Dirithromycin 
62571-86-2, Captopril 63590-64-7, Terazosin 63675-72-9, Nisoldipine 
64211-45-6, Oxiconazole 64221-86-9, Imipenem 64840-90-0, Eperisone 
64872-76-0, Butoconazole 65271-80-9, Mitoxantrone 65277-42-1, 



57307-93-4, 
57808-66-9, 
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Ketoconazole 65899-73-2, Tioconazole 66085-59-4, Nimodipine 
66357-35-5, Ranitidine 67227-56-9, Fenoldopam 67352-02-7 67915-31-5, 
Terconazole 68506-86-5, Vigabatrin 68844-77-9, 
Astemizole 68958-64-5, Polyethylene glycol glyceryl trioleate 
68993-42-0D, Polyethylene glycol caprylate, glycerides 69070-98-0 
69756-53-2, Halofantrine 70458-96-7, Norfloxacin 71125-38-7, Meloxicam 
71486-22-1, Vinorelbine 72432-03-2, Miglitol 72509-76-3, Felodipine 
72559-06-9, Rifabutin 72803-02-2, Darodipine 73590-58-6, Omeprazole 
74011-58-8, Enoxacin 74103-06-3, Ketorolac 74191-85-8, Doxazosin 
RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(pharmaceutical compns. contg. hydrophobic therapeutic agents 
and carriers contg. ionizing agents and surfactants and triglycerides) 
IT 74504-64-6, Polyglyceryl laurate 75330-75-5, Lovastatin 75695-93-1, 

Isradipine 75706-12-6, Leflunomide 75847-73-3, Enalapril 76009-37-5 
76547-98-3, Lisinopril 76584-70-8 76824-35-6, Famotidine 76963-41-2, 
Nizatidine 77671-31-9, Enoximone 78273-80-0, Roxatidine 79617-96-2, 
Sertraline 79665-93-3, Nikkol Decaglyn 10 79665-94-4 79794-75-5, 
Loratadine 80214-83-1, Roxithromycin 81093-37-0, Pravastatin 
81098-60-4, Cisapride 81103-11-9, Clarithromycin 82159-09-9, 
Epalrestat 82419-36-1, Ofloxacin 82626-48-0, Zolpidem 
82664-20-8, Flurithromycin 83366-66-9, Nefazodone 83799-24-0, 
Fexofenadine 83881-51-0, Cetirizine 83905-01-5, Azithromycin 
84057-84-1, Lamotrigine 84449-90-1, Raloxifene 
84625-61-6, Itraconazole 85441-61-8, Quinapril 85721-33-1, 
Ciprofloxacin 86386-73-4, Fluconazole 86541-75-5, Benazepril 
87718-67-0, Spiramycins 87848-99-5, Acrivastine 88150-42-9, Amlodipine 
89778-26-7, Toremifene 91161-71-6, Terbinafine 91374-21-9, Ropinirole 
91714-94-2, Bromfenac 93106-60-6, Enrofloxacin 93390-81-9,- 
Fosphenytoin 93413-69-5, Venlafaxine 93479-97-1, Glimepiride 
93957-54-1, Fluvastatin 94423-19-5 .94555-53-0 95233-18-4, Atovaquone 
97322-87-7, Troglitazone 97682-44-5, Irinotecan 98048-97-6, Fosinopril 
98079-51-7 98913-68-9, Pentaerythritol isostearate 99614-02-5, 
Ondansetron • 100986-85-4, Levofloxacin 101828-21-1, Butenafine 
102051-00-3, Nikkol Decaglyn 30 103177-37-3, Pranlukast 103577-45-3, 
Lansoprazole 103628-46-2, Sumatriptan 104632-26-0, Pramipexole 
105979-17-7, Benidipine 106133-20-4, Tamsulosin 106266-06-2, 
Risperidone 106392-12-5, Polyoxyethylene-polyoxypropylene block 
copolymer 106650-56-0, Sibutramine 107753-78-6, Zafirlukast 
109889-09-0, Granisetron 110871-86-8, Sparfloxacin 111025-46-8, 
Pioglitazone 111974-69-7, Quetiapine 113665-84-2, Clopidogrel 
114798-26-4, Losartan 115103-54-3, Tiagabine 

115956-12-2, Dolasetron 117976-89-3, Rabeprazole 119914-60-2, 
Grepaf loxacin 120014-06-4, Donepezil 121548-04-7, Gelucire 44/14 
121548-05-8, Gelucire 50/13 121679-13-8, Naratriptan 122320-73-4, 
Rosiglitazone 123948-87-8, Topotecan 124937-51-5, Tolterodine 
i27779-20-8, Saquinavir 129497-78-5, Verteporfin 129618-40-2, 
Nevirapine 132539-06-1, Olanzapine 132875-61-7, Remifentanil 
133040-01-4, Eprosartan 133248-87-0, Maisine 134308-13-7, Tolcapone 
134523-00-5, Atorvastatin 134678-17-4, Lamivudine 135062-02-1, 
Repaglinide 136470-78-5, Abacavir 136817-59-9, Delavirdine 
137862-53-4, Valsartan 138402-11-6 139264-17-8, Zolmitriptan 
139481-59-7, Candesartan 139755-83-2, Sildenafil 144034-80-0, 
Rizatriptan 144494-65-5, Tirofiban 144701-48-4, Telmisartan 
145599-86-6, Cerivastatin 146961-76-4, Alatrof loxacin 147059-72-1, 
Trovafloxacin 150372-93-3, Glycerox L 150378-17-9, Indinavir 
151096-09-2, Moxifloxacin 154598-52-4, Efavirenz 155213-67-5, 
Ritonavir 156259-68-6, Capmul MCM 158747-02-5, Frovatriptan 
158966-92-8, Montelukast 159989-64-7, Nelfinavir 161814-49-9, 
Amprenavir 169590-42-5, Celecoxib 185069-68-5, Polyglyceryl oleate 
stearate 211365-88-7, Nikkol BPS-30 301206-59-7 301524-91-4, Captex 
810 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
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(pharmaceutical compns. contg. hydrophobic therapeutic agents 
and carriers contg. ionizing agents and surfactants and triglycerides) 
IT 50-70-4, Sorbitol, biological studies 56-81-5, 1, 2, 3-Propanetriol, 
biological studies 57-55-6, 1, 2-Propanediol, biological studies 
64-17-5, Ethanol, biological studies 67-63-0, Isopropanol, biological 
studies 69-65-8, D-Mannitol 71-36-3, Butanol, biological studies 
77-89-4, Acetyl triethylcitrate 77-90-7, Acetyl tributyl citrate 
77-93-0, Triethylcitrate 77-94-1, Tributylcitrate 100-51-6, 
Benzenemethanol, biological studies 102-76-1, Triacetin 105-37-3, 
Ethyl propionate 105-54-4, Ethyl butyrate 105-60-2, biological studies 
106q-32-1, Ethyl caprylate 107-21-1, 1, 2-Ethanediol, biological studies 
115-77-5, biological studies 127-19-5, Dimethylacetamide 502-44-3, 
2-Oxepanone 542-28-9, . delta . -Valerolactone 616-45-5, 2-Pyrrolidone 
.623-84-7, Propylene glycol diacetate 675-20-7, 2-Piperidone 872-50-4, 
N-Methylpyrrolidone, biological studies 1331-12-0, Propylene glycol 
monoacetate 2687-91-4, N-Ethylpyrrolidone 2687-94-7 2687-96-9 
3068-88-0, .beta. -Butyrolactone 3445-11-2 9002-89-5, Polyvinylalcohol 
9003-39-8, Polyvinylpyrrolidone 9004-34-6D, Cellulose, derivs., 
biological studies 9004-65-3, Hydroxypropyl methylcellulose 9050-36-6, 
Maltodextrin 12619-70-4D, Cyclodextrin, derivs. 25265-75-2, Butanediol 
25322-68-3 25322-69-4, Polypropylene glycol 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(solubilizer; pharmaceutical compns. contg. hydrophobic 
therapeutic agents and carriers contg. ionizing agents and surfactants 
and triglycerides) 
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1997:617007 Document No. 127:288186 Methods of treating neurological 

diseases and etiologically related symptomology using carbonyl trapping 
agents in combination with previously known medicaments. Shapiro, Howard 
K. (USA). U.S. US 5668117 A 19970916, 37 pp. Cont . -in-part of U.S. Ser. 
No. 26,617, abandoned. (English). CODEN: USXXAM. APPLICATION: US 
1993-62201 19930629. PRIORITY: US 1991-660561 19910222; US 1993-26617 
19930223. 

AB Therapeutic compns. comprising an effective amt . of at least one 

carbonyl trapping agent alone or in combination with a therapeutically 
effective of a co-agent or medicament are disclosed. The compns 
. are used to treat a mammal suffering from a neurol . disease 
characterized by covalent bond crosslinking between the nerve cells, other 
cellular structures and their intracellular and extracellular components, 
with disease-induced carbonyl-contg. aliph. or arom. hydrocarbons present 
in mammals. 
IT Sulfhydryl group 

(agents contg.; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 
IT Myocardial ischemia 

(agents for treatment of; carbonyl trapping agent combination with 
other drug for treatment of neurol. diseases and etiol. related 
symptomol . ) 
IT Sequestering agents 

(bile acid; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 
IT 5-HT antagonists 
Aging (animal) 
Alzheimer's disease 
Amyotrophic lateral sclerosis 
Analgesics 

Angiotensin-converting enzyme inhibitors 

Anti-ischemic agents 

Antiarrhythmic drugs 

Antiatherosclerotics 

Anticonvulsants 
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Antidepressants 

Antidiabetic agents 

Antihistamines 

Antihypertensives 

Antioxidants 

Anxiolytics 

Calcium channel blockers 

Carbonyl group . 

Cholinergic agonists 

Cholinergic antagonists 

Cognition enhancers 

Dopamine agonists 

Drug delivery systems 

Drug interactions 

Huntington's disease 

Hypolipemic agents 

Immunosuppressants 

Multiple sclerosis 

NMDA antagonists 

Nervous system agents 

Nervous system diseases 

Nonsteroidal anti-inflammatory drugs 

Parkinson's disease 

Platelet aggregation inhibitors 

Psychotropics 

Radical scavengers 

Tranquilizers 

Vasodilators 

. beta . -Adrenoceptor antagonists 

(carbonyl trapping agent combination with other drug for treatment of 
neurol . diseases and etiol. related symptomol . ) 
IT Carbonyl compounds (organic) , biological studies 

RL: ADV (Adverse effect, including toxicity); BIOL (Biological study) 

(carbonyl trapping agent combination with other drug for treatment of 
neurol. diseases and etiol. related symptomol.) 
IT Biogenic amines 

Corticosteroids, biological studies 
Hormones (animal), biological studies 
Interferons 
Lecithins 

Phosphatidylcholines, biological studies 
Vitamins ■ 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(carbonyl trapping agent combination with other drug for treatment of 
neurol. diseases and etiol. related symptomol.) 
IT Nerves 

(conduction; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 
IT Drugs 
Kidney 

(conjugating agents facilitating kidney drug elimination; carbonyl 
trapping agent combination with other drug for treatment of neurol. 
diseases and etiol. related symptomol.) 
IT Animal cells 
Neurons 

(crosslinking; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 

IT Gastric emptying 

(delayed; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 

IT Nervous system diseases 
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I 

(demyelinating, urinary incontinence in; carbonyl trapping agent 

combination with other drug for treatment of neurol . diseases and 

etiol . related symptomol.) 
IT Nephrotic syndrome 

(diabetes-related, agents for treatment of; carbonyl trapping agent 

combination with other drug for treatment of neurol. diseases and 

etiol. related symptomol.) 
IT Neurotransmission 

(enhancers; carbonyl trapping agent combination with other drug for 

treatment of neurol. diseases and etiol. related symptomol.) 
IT Proteins (general), biological studies 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 

(fibroblast; neurofilament crosslinking in chromosome 17 hereditary 

sensory and motor neuropathy) 
IT Urinary incontinence 

(from Alzheimer's senile dementia or other disease; carbonyl trapping 

agent combination with other drug for treatment of neurol. diseases and 

etiol. related symptomol.) 
IT Digestive system diseases 

(gastroesophageal reflux; carbonyl trapping agent combination with 

other drug for treatment of neurol. diseases and etiol. related 

symptomol . ) 
IT Neuropathy 

(hereditary motor and sensory; carbonyl trapping agent combination with 
other drug for treatment of neurol. diseases and etiol. related 
symptomol . ) 

IT Human chromosome 17 

(hereditary sensory and motor neuropathy; neurofilament crosslinking in 
chromosome 17 hereditary sensory and motor neuropathy) 

IT Brain 

(metab., enhancers; carbonyl trapping agent combination with other drug 
for treatment of neurol. diseases and etiol. related symptomol.) 
IT Metabolism 

(metabolites at risk of depletion; carbonyl trapping agent combination 
with other drug for treatment of neurol. diseases and etiol. related 
symptomol . ) 
IT Gangliosides 

RL: BAC (Biological activity or effector, except adverse) ; THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(mixed cow brain; carbonyl trapping agent combination with other drug 
for treatment of neurol. diseases and etiol. related symptomol.) 
IT Crosslinking 

(nerve cell; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 
IT Fibroblast 

Neurofilament 

(neurofilament crosslinking in chromosome 17 hereditary sensory and 
motor neuropathy) 
IT Brain diseases 

(olivopontocerebellar atrophy; carbonyl trapping agent combination with 
other drug for treatment of neurol. diseases and etiol. related 
symptomol . ) 
IT Carbohydrates, biological studies 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(plant, non-digestible, edible; carbonyl trapping agent combination 
with other drug for treatment of neurol. diseases and etiol. related 
symptomol . ) 
IT Polymers, biological studies 

RL: BAC (Biological activity or effector, except adverse) ; THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(polyamine-related; carbonyl trapping agent combination with other drug 



Searched by: Mary Hale 308-4258 CM-1 12D16 



for treatment of neurol . diseases and etiol. related symptomol.) 
IT Amines, biological studies 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(polymers; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 
IT Neuropathy 

(polyneuropathy, ale; carbonyl trapping agent combination with other 
drug for treatment of neurol. diseases and etiol. related symptomol.) 
IT Receptors 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(postsynaptic, agonists; carbonyl trapping agent combination with other 
drug for treatment of neurol. diseases and etiol. related symptomol.) 
IT Bile acids 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(sequestrants; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 
IT Reagents 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(suspending; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 
IT Hearing disorders 

(tinnitus; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 
IT Polycyclic compounds 

RL: BAC (Biological activity or effector, except adverse) ; THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(tricyclic; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 
IT Diabetes mellitus 

Peripheral neuropathy 

(urinary incontinence in; carbonyl trapping agent combination with 
other drug for treatment of neurol. diseases and etiol. related 
symptomol . ) 
IT Blood 

(viscosity, agents decreasing; carbonyl trapping agent combination with 
other drug for treatment of neurol. diseases and etiol. related 
symptomol . ) 

IT . alpha . -Adrenoceptors 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(. alpha . -adrenergic agents; carbonyl trapping agent combination with 
other drug for treatment of neurol. diseases and etiol. related 
symptomol . ) 

IT 9001-66-5 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(A and B, inhibitors; carbonyl trapping agent combination with other 
drug for treatment of neurol. diseases and etiol. related symptomol.) 
IT 51-84-3, Acetylcholine, biological studies 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(agents enhancing synthesis, storage, or release of; carbonyl trapping 
agent combination with other drug for treatment of neurol. diseases and 
etiol. related symptomol.) 
IT 70-18-8, Glutathione, biological studies 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(agents facilitating activity of; carbonyl trapping agent combination 
with other drug for treatment of neurol. diseases and etiol. related 
symptomol . ) 

IT 50-18-0, Cyclophosphamide 54-96-6, 3, 4-Diaminopyridine 56-40-6, 

Glycine, biological studies 57-47-6, Physostigmine 58-56-0, Pyridoxine 
hydrochloride 58-85-5, Biotin 59-02-9 59-30-3, Folic acid, 
biological studies 59-43-8, Thiamine, biological studies 59-51-8, 
D, L-Methionine 59-67-6, Nicotinic acid, biological studies 59-92-7, 
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Levodopa, biological studies 68-19-9, Vitamin B12 68-41-7, 
D-Cycloserine ' 72-19-5, L-Threonine, biological studies 79-83-4, 
Pantothenic acid 83-88-5, Vitamin B2, biological studies 98-92-0, 
Nicotinamide 137-08-6 137-58-6, Lidocaine 150-13-0, p-Aminobenzoic 
acid 302-79-4D, Retinoic acid, derivs. 302-84-1, Serine 321-64-2, 
Tacrine 357-70-0, Galanthamine 364-62-5, Metoclopramide 446-86-6, 
Azathioprine 456-59-7, Cyclandelate 504-24-5, 4-Aminopyridine 
645-88-5, Aminooxyacetic acid 657-24-9, Metformin 768-94-5, Amantadine 
1134-47-0, Baclofen 1195-16-0 1406-18-4, Vitamin E 
3200-06-4, Praxilene 3286-46-2, Sulbutiamine 4759-48-2, 
13-cis-Retinoic acid 7235-40-7, . beta . -Carotene 7491-74-9, Piracetam 
7782-49-2, Selenium, biological studies 8059-24-3, Vitamin B6 
9004-10-8D, Insulin, derivs. 11000-17-2D, Vasopressin, analogs 
13345-51-2D, Prostaglandin Bl, oligomers 14611-51-9, Selegiline 
15301-69-6, Flavoxate 18601-90-6, Thiamine mononitrate 23210-56-2, 
Ifenprodil 24305-27-9, Thyrotropin releasing factor 28704-27-0 
28860-95-9, Carbidopa 37758-47-7, Ganglioside GM1 41708-72-9, 
Tocainide 51012-32-9, Tiapride 51037-30-0, Acipimox 51481-61-9, 
Cimetidine 54143-55-4, Flecainide 59865-13-3, Cyclosporine 
66357-35-5, Ranitidine 72432-10-1, Aniracetam 73590-58-6, Omeprazole 
76824-35-6, Famotidine 81098-60-4, Cisapride 103878-84-8, Lazabemide 
105431-72-9, Linopirdine 196966-12-8, Anfacine 
RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(carbonyl trapping agent combination with other drug for treatment of 
neurol . diseases and etiol. related symptomol.) 

IT 63-74-1D, Sulfanilamide, derivs. 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(hypoglycemic; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 

IT 9000-81-1, Acetylcholinesterase ' 

RL: BAC (Biological activity or effector, except adverse) ; THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(inhibitors; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 

IT 9001-08-5, Cholinesterase 9027-22-9, Decarboxylase 9028-31-3, 
Aldose reductase 9028-35-7, 3-Hydroxy-3-methylglutaryl 
CoA reductase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(inhibitors; carbonyl trapping agent combination with other 
drug for treatment of neurol. diseases and etiol. related symptomol.) 
IT 50-67-9, Serotonin, biological studies 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(reuptake inhibitors, antidepressants; carbonyl trapping agent 
combination with other drug for treatment of neurol. diseases and 
etiol. related symptomol.) 
IT 12794-10-4D, Benzodiazepine, derivs. 

RL: BAC (Biological activity or effector, except adverse) ; THU 

(Therapeutic use); BIOL (Biological study); USES (Uses) 

(tranquilizers; carbonyl trapping agent combination with other drug for 
treatment of neurol. diseases and etiol. related symptomol.) 
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95110912 EMBASE Document No.: 1995110912. Purification and partial 

characterization of an aldo-keto reductase from Saccharomyces cerevisiae. 
Kuhn A.; Van Zyl C; Van Tonder A.; Prior B.A.. Dept. of 
Microbiology/Biochemistry, University of Orange Free State, P.O. Box 
339, Bloemf ontein 9300, South Africa. Applied and Environmental 
Microbiology 61/4 (1580-1585) 1995. 

ISSN: 0099-2240. CODEN : AEMIDF. Pub. Country: United States. Language: 
English. Summary Language: English. 
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AB A cytosolic aldo-keto reductase was purified from Saccharomyces cerevisiae 
ATCC 26602 to homogeneity by affinity chromatography, chromatof ocusing, 
and hydroxylapatite chromatography. The relative molecular weights of the 
aldo- keto reductase as determined by sodium dodecyl sulfate- 
polyacrylamide gel electrophoresis and size exclusion chromatography were 
36,800 and 35,000, respectively, indicating that the enzyme is monomeric. 
Amino acid composition and N-terminal sequence analysis revealed 
that the enzyme is closely related to the aldose reductases of 
xylose-fermenting yeasts and mammalian tissues. The enzyme was apparently 
immunologically unrelated to the aldose reductases of other 
xylose-fermenting yeasts. The aldo-keto reductase is NADPH specific and 
catalyzes the reduction of a variety of aldehydes. The best substrate for 
the enzyme is the aromatic aldehyde p-nitrobenzaldehyde (K(m) = 4 6 . mu.M; 
k(cat)/K(m) = 52,100 s-1 M-l), whereas among the aldoses, DL- 
glyceraldehyde was the preferred substrate (K(m) = 1.44 mM; k(cat)/K(m) = 
1,790 s-1 M-l). The enzyme failed to catalyze the reduction of menadione 
and p-benzoquinone, substrates for carbonyl reductase. The enzyme was 
inhibited only slightly by 2 mM sodium valproate and was activated by 
pyridoxal 5 ' -phosphate . The optimum pH of the enzyme is 5. These data 
indicate that the S. cerevisiae aldo-keto reductase is a monomeric NADPH- 
specific reductase with strong similarities to the aldose reductases. 
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1991:159654 Document No. 114:159654 Purification and characterization of 
human testis aldose and aldehyde reductase. Tanimoto, Tsuyoshi; Ohta, 
Miyako; Tanaka, Akira; Ikemoto, Isao; Machida, Toyohei (Div. Biol. Chem., 
Natl. Inst. Hyg. Sci., Tokyo, 158, Japan). Int. J. Biochem. , 23(4), 421-8 
(English) 1991. CODEN: IJBOBV. ISSN: 0020-711X. 

AB Aldose reductase and aldehyde reductase were purified to homogeneity from 
human testis. The mol . wt . of aldose reductase and aldehyde reductase 
were estd. to be 36,000 and 38,000 by SDS-PAGE, and the pi values of these 
enzymes were found to be 5.9 and 5.1 by chromatof ocusing, resp. Aldose 
reductase had activity for aldo-sugars, whereas aldehyde reductase was 
virtually inactive for aldo-sugars. The Km values of aldose reductase for 
D-glucose, D-galactose and D-xylose were 57, 49 and 6.2 mM, resp. Aldose 
reductase utilized both NADPH and NADH as coenzymes, whereas aldehyde 
reductase utilized only NADPH. Sulfate ion caused 3-fold activation of 
aldose reductase, but little for that of aldehyde reductase. Sodium 
valproate inhibited significantly aldehyde reductase, but not aldose 
reductase. Aldose reductase was inhibited strongly by aldose 
reductase inhibitors in clin. trials at cohcns . on the 
order of 10-7-10-9M. Aldehyde reductase was also inhibited by these 
inhibitors, but its susceptibility was less than aldose reductase. 
Reaction of aldose reductase with pyridoxal 5 '-phosphate (PLP) resulted 
. apprx . 2 . 5-fold activation, but aldehyde reductase did not cause the 
activation. PLP-treated aldose reductase lost the susceptibility to 
aldose reductase inhibitors . 

IT Testis, composition 

(aldehyde and aldose reductases of, of human, purifn. and kinetic 
characterization of) 

IT Kinetics, enzymic 
Michaelis constant 

(of aldehyde and aldose reductases, of human testis) 

IT 68367-52-2 72702-95-5 82159-09-9 82964-04-3 89391-50-4 
102916-95-0 

RL: BIOL (Biological study) 

(aldehyde and aldose reductases of human testis inhibition by, 
pyridoxal phosphate effect on) 
IT 99-66-1 

RL: BIOL (Biological study) 

(aldehyde reductase of human testis inhibition by) 
IT 14808-79-8, Sulfate, biological studies 
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RL: BIOL (Biological study) 

(aldose reductase of human testis activation by, pyridoxal phosphate 
effect on) 
IT 54-47-7, Pyridoxal-5 ' -phosphate 
RL: BIOL (Biological study) 

(aldose reductase of human testis reaction kinetics response to) 
IT 9028-12-OP, Aldehyde reductase 9028-31-3P, Aldose reductase 
RL: PREP (Preparation) 

(of testis of human, purifn. and kinetic characterization of) 
IT 50-99-7, D-Glucose, reactions 53-57-6 56-82-6, DL-Glyceraldehyde 
58-86-6, D-Xylose, reactions 59-23-4, D-Galactose, reactions 
6556-12-3, D-Glucuronic acid 
RL: RCT (Reactant) 

(reaction of, with aldose and aldehyde reductases of human testis, 
kinetics of, pyridoxal phosphate effect on) 
IT 58-68-4, NADH 

RL: RCT (Reactant) 

(reaction of, with aldose reductase of human testis, kinetics of) 
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1989:150262 Document No. 110:150262 Aldose reductase from human psoas 
muscle. Purification, substrate specificity, immunological 
characterization, and effect of drugs and inhibitors. Morjana, Nihmat A.; 
b'iynn, T. Geoffrey (Dep. Biochem., Queen's Univ., Kingston, ON, K7L 3N6, 
Can.). J. Biol. Chem. , 264(5), 2906-11 (English) 1989. CODEN: JBCHA3 . 
ISSN: 0021-9258. 

AB Aldose reductase (ALR2) has been purified to homogeneity from human psoas 
muscle. From SDS-PAGE the enzyme is monomeric and has a mol. wt . of 
37,000. ALR2 catalyzes the primarily NADPH-dependent redn. of a wide 
variety of aldehydes, although the enzyme can also utilize NADH. The best 
substrates for ALR2 are arom. aldehydes (e.g. pyridine-3-aldehyde; Km = 9 
.mu.M; kcat/Km = 150,000 s-1 M-l), whereas among aldoses DL-glyceraldehyde 
is the preferred substrate (Km = 72 .mu.M; kcat/Km = 17,250). Low (100 
.mu.M) concns . of CaC12 and CaS04 cause a marked inhibition (90%) of ALR2 
as do higher concns. (0.2M) of MgC12. (NH4J2S04 caused a 2-fold 
activation of ALR2 . The enzyme is also inhibited by quercetin and the 
com. developed aldose reductase inhibitors 

alrestatin and sorbinil . ALR2 is inhibited only very slightly 
by Na valproate and barbiturates. ALR2 cross-reacts immunol . with human 
brain and human placental aldose reductase and with ALR2 from monkey 
tissue. There is no precipitin cross-reaction of ALR2 with aldose 
reductases from other species nor with human aldehyde reductase 1 (ALR1) 
nor with ALR1 from other species. The data show that human muscle is a 
new and relatively rich source of a monomeric NADPH/NADH reductase which 
is clearly identifiable as aldose reductase. 

IT Kinetics, enzymic 
Michaelis constant 
Amino acids, biological studies 
RL: BIOL (Biological study) 

(of aldose reductase, of human psoas muscle) 

IT Aldehydes, reactions 
RL: RCT (Reactant) 

(reaction of, with aldose reductase of human psoas muscle, kinetics of) 
IT Muscle, composition 

(psoas, aldose reductase of, of human, purifn. and properties of) 
IT 50-06-6, Phenobarbital, biological studies 50-53-3, Chlorpromazine, 
biological studies 53-86-1, Indomethacin 57-41-0, 
Diphenylhydantoin 57-44-3, Barbital 58-54-8, Ethacrynic acid 
67-52-7, Barbituric acid 117-39-5, Quercetin 51411-04-2, Alrestatin 
68367-52-2, Sorbinil 
RL: BIOL (Biological study) 

(aldose reductase of human psoas muscle inhibition by) 
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IT 9028-31-3P, Aldose reductase 
RL: PREP (Preparation) 

(of psoas muscle of human, purifn. and properties of) 

IT 50-99-7, Glucose, reactions 53-57-6, NADPH 56-82-6, DL-Glyceraldehyde 
58-68-4, NADH 58-86-6, Xylose, reactions 59-23-4, Galactose, reactions 
100-52-7, Benzaldehyde, reactions 122-78-1, Phenylacetaldehyde 
123-38-6, Propionaldehyde, reactions 141-46-8, Glycolaldehyde 
500-22-1, Pyridine-3-aldehyde 555-16-8, p-Nitrobenzaldehyde, reactions 
619-66-9, 4-Carboxybenzaldehyde 692-29-5 872-85-5, 

4-Pyridinecarboxaldehyde 2591-98-2, 3-Indoleacetaldehyde 4170-30-3, 
2-Butenal 6556-12-3, Glucuronic acid . 35913-09-8, Chlorobenzaldehyde 
RL: RCT (Reactant) 

(reaction of, with aldose reductase of human psoas muscle, kinetics of) 
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1988:486087 Document No. 109:86087 Effects of anti-inflammatory drugs and 
ONO-2235 on lens aldose reductase and on sorbitol accumulation in red 
blood cells. Aida, Kaoru; Tawata, Masato; Shindo, Hideo; Tsukahara, 
Shigeo; Onaya, Toshimasa (3rd Dep. Intern. Med., Yamanashi Med. Coll., 
Nakakoma, 409-38, Japan). Yamanashi Ika Daigaku Zasshi, 3(2), 47-56 
(English) 1988. CODEN: YIDZE8. 



S y X NCH2C02H 



// \ 
PhCH = C(Me)CH 0 



AB Anti-inflammatory drugs and ONO-2235 (I) were tested for their ability to 
inhibit lens aldose reductase and sorbitol accumulation in red blood 
cells. Sulindac, an anti-inflammatory drug, and ONO-2235 were shown to be 
potent inhibitors of aldose reductases from human cataractous lenses, 
bovine lenses and rat lenses. ONO-2235 was the most potent inhibitor with 
IC50 = 2 .times. 10-8M in human lens aldose reductase. Sulindac and 
ONO-2235 also inhibited the accumulation of sorbitol in human red blood 
cells. The IC50 values were 6.2 and 6 .times. 10-6M, resp. Similarly, 
indomethacin and its prodrug acemetacin inhibited both aldose reductase in 
rat lens and sorbitol accumulation in human red blood cells. In diabetic 
rats, sulindac suppressed sorbitol accumulation in red blood cells and 
sciatic nerves. Sulindac and ONO-2235 can be useful in preventing chronic 
diabetic complications . 
IT Inflammation inhibitors 

(aldose reductase of eye lens and sorbitol accumulation in red blood 
cells response to, in humans and lab. animals) 
IT Diabetes mellitus 

(prevention of complications of, anti-inflammatory drugs and 
carboxymethyl [methylphenylpropenylidene] rhodanine effect on) 
IT Erythrocyte 

(sorbitol accumulation in, anti-inflammatory drugs and 
carboxymethyl [methylphenylpropenylidene] rhodanine effect on, of human) 
IT Eye, composition 

(lens, aldose reductase of, anti-inflammatory drugs and 
carboxymethyl [methylphenylpropenylidene] rhodanine effect on, of humans 
and lab. animals) 
IT Nerve, metabolism 
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(sciatic, sorbitol accumulation in, in diabetes mellitus, sulindac 
effect on) 

IT 50-70-4, Sorbitol, biological studies 
RL: BIOL (Biological study) 

(accumulation of, in red blood cells of human and lab. animals, 

anti-inflammatory drugs and carboxymethyl [methylphenylpropenylidene] rho 

danine effect on) 
IT 53-86-1, Indomethacin 57-41-0, Phenytoin 

298-46-4, Carbamazepine 38194-50-2, Sulindac 
53164-05-9 82159-09-9, ONO-2235 
RL: BIOL (Biological study) 

(aldose reductase of eye lens and sorbitol accumulation in red blood 

cells response to, in humans and lab. animals) 
IT 9028-31-3, Aldose reductase 
RL: BIOL (Biological study) 

(anti-inflammatory drugs and carboxymethyl [methylphenylpropenylidene] rh 

odanine effect on, of eye lens of human and lab. animals) 
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1987:631965 Document No. 107:231965 Characterization and purification of a 
mammalian osmoregulatory protein, aldose reductase, induced in renal 
medullary cells by high extracellular sodium chloride. Bedford, Jennifer 
J.; Bagnasco, Serena M. ; Kador, Peter F . ; Harris, H. William, Jr.; Burg, 
Maurice B. (Natl. Eye Inst., Natl. Heart, Lung, Blood Inst., Bethesda, MD, 
20892, USA). J. Biol. Chem., 262(29), 14255-9 (English) 1987. CODEN: 
JBCHA3. ISSN: 0021-9258. 

AB GRP-PAP1 is a continuous line of epithelial cells derived from rabbit 

renal inner medulla. Elevation of the NaCl concn. in the medium bathing 
these cells strongly induced the expression of a sol. protein with an 
apparent mol . mass of 39 kilodaltons. The protein, purified by affinity 
chromatog. with Amicon Matrex Gel Orange A, had enzyme activity 
characteristic of aldose reductase (EC 1.1.1.21). Goat antiserum against 
this purified aldose reductase selected the 39-kilodalton band from 
immunoblots of cells grown in medium contg. high NaCl . When the 
osmolality of the medium was increased by adding NaCl, the amt . of aldose 
reductase protein and the aldose reductase activity increased together 
from very low to sustained high levels over several days. The aldose 
reductase protein was >10% of the sol. cell protein when cells were 
propagated in medium made hyperosmotic by adding NaCl to increase medium 
osmolality to 600 milliosmole/kg . 

IT Michaelis constant 

(of aldose reductase, of kidney medulla) 

IT Animal cell line 

(GRB-PAP1, sodium chloride-induced aldose reductase of) 

IT Kidney, composition 

(medulla, aldose reductase of epithelium of, sodium chloride induction 
of) 

IT 7647-14-5, Sodium chloride, biological studies 

RL: BIOL (Biological study) 

(aldose reductase in GRB-PAP1 cells induced by) 
IT 99-66-1, Valproic acid 491-38-3, Chromone 

16887-00-6, biological studies 68367-52-2, Sorbinil 

72702-95-5, Statil 82964-04-3, Tolrestat 

RL: BIOL (Biological study) 

(aldose reductase of kidney medulla inhibition by) 
IT 14808-79-8, biological studies 

RL: BIOL (Biological study) 

(aldose reductase of kidney medulla stimulation by) 
IT 50-99-7, D-Glucose, reactions 56-82-6, DL-Glyceraldehyde 58-86-6, 

D-Xylose, reactions 59-23-4, D-Galactose, reactions 555-16-8, 

p-Nitrobenzaldehyde, reactions 6556-12-3 

RL: RCT (Reactant) 
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(reaction of, with aldose reductase of kidney medulla, kinetics of) 
IT 9028-31-3, Aldose reductase 
RL: BIOL (Biological study) 

(sodium chloride-induced, in kidney medulla cells) 
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1988:2526 Document No. 108:2526 Inhibition of aldehyde reductases. 

Schofield, Philip J.; De Jongh, Karen S.; Smith, Margaret M . ; Edwards, 
Michael R. (Sch. Biochem., Univ. New South Wales, Kensington, 2033, 
Australia). Prog. Clin. Biol. Res., 232(Enzymol. Mol . Biol. Carbonyl 
Metab.); 287-96 (English) 1987. CODEN: PCBRD2 . ISSN: 0361-7742. 

AB Aldose reductase 1 (hexonate dehydrogenase) from sheep liver had a Km of 

1-2 .mu.M for p-nitrobenzaldehyde, pyridine 3-aldehyde, and D-glucuronate . 
The reaction mechanism was ordered bi-bi. The stoichiometry of cof actor 
binding was 0.8 .mu.mol NADPH/mol enzyme. Chem. modification studies 
demonstrated the presence of essential SH groups and histidine and lysine 
residues in the enzyme. NADPH protected all of these residues against 
modification. Alrestatin, valproate, and Et hexanoate were competitive 
inhibitors of the enzyme at lower inhibitor concns., whereas 
phenobarbitone was a noncompetitive inhibitor. At high concns. (>10-fold 
the Ki value) , inhibition by sorbinil, valproate, and Et 
hexanoate became noncompetitive, indicating the formation of dead-end 
complexes. The Ki for sorbinil decreased from 4 .mu.M at pH 5.5 
to 0.37 .mu.M at pH 8. Inhibition by phenobarbitone also increased 
markedly with pH. The inhibition by both sorbinil and 

phenobarbitone was directly related to the concn. of the anionic species. 
The possible metabolic and physiol. effects of aldose 
reductase inhibitors are discussed. 
IT Ionization in liquids 

(aldose reductase 1 of liver function in relation to) 
IT Liver, composition 

(aldose reductase 1 of, reaction mechanism and inhibitors of) 
IT Kinetics, enzymic 
Mercapto group 
Michaelis constant 

(of aldose reductase 1, of liver) 
IT Enzyme functional sites 

(coenzyme-binding, of aldose reductase 1, of liver) 
IT 50-06-6, biological studies 99-66-1 123-66-0 68367-52-2 
RL: BIOL (Biological study) 

(aldose reductase 1 of liver inhibition by) 
IT 12408-02-5 

RL: BIOL (Biological study) 

(ionization in liquids, aldose reductase 1 of liver function in 
relation to) 

IT 56-87-1, biological studies 71-00-1, biological studies 
RL: BIOL (Biological study) 

(of aldose reductase 1, of liver) 
IT 9014-45-3 

RL: BIOL (Biological study) 

(of liver, reaction mechanism and inhibitors of) 
IT 500-22-1, Pyridine-3-aldehyde 555-16-8, p-Nitrobenzaldehyde, reactions 
6556-12-3, D-Glucuronic acid 
RL: RCT (Reactant) 

(reaction of, with aldose reductase 1 of liver, kinetics of) 
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1988:51908 Document No. 108:51908 Inactivation of carbonyl reductase from 
human brain by phenylglyoxal and 2, 3-butanedione : a comparison with 
aldehyde reductase and aldose reductase. Bohren, Kurt M. ; Von Wartburg, 
Jean Pierre; Wermuth, Bendicht (Inst. Biochem. Molekularbiol . , Univ. Bern, 
Bern, Switz.). Biochim. Biophys . Acta, 916(2), 185-92 (English) 1987. 
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CODEN: BBACAQ . ISSN: 0006-3002. 

AB Aldehyde reductase (alc.:NADP+ oxidoreductase, EC 1.1.1.2), aldose 

reductase (alditol:NAD(P) 1-oxidoreductase, EC 1.1.1.21), and carbonyl 
reductase ( secondary-ale . : NADP oxidoreductase, EC 1.1.1.184) constitute 
the enzyme family of the aldo-keto reductases, a classification based on 
similar physicochem. properties and substrate specificities. The title 
study was undertaken to obtain information about the structural relations 
between the 3 enzymes. Treatment of human aldehyde and carbonyl reductase 
with phenylglyoxal and 2, 3-butanedione caused a complete and irreversible 
loss of enzyme activity, the rate of loss being proportional to the concn. 
of the dicarbonyl reagents. The inactivation of aldehyde reductase 
followed pseudo-lst-order kinetics, whereas carbonyl reductase showed a 
more complex behavior, consistent with protein modification cooperativity . 
NADP partially prevented the loss of activity of both enzymes, and an even 
better protection of aldehyde reductase was afforded by the combination of 
coenzyme and substrate. Aldose reductase was partially inactivated by 
phenylglyoxal, but insensitive to 2, 3-butanedione . The degree of 
inactivation with respect to the phenylglyoxal concn. showed satn. 
behavior. NADP partially protected the enzyme at low phenylglyoxal 
conens. (0.5 mM) , but showed no effect at high conens . (5 mM) . These 
findings suggest the presence of an essential arginine residue in the 
substrate-binding domain of aldehyde reductase and the coenzyme-binding 
site of carbonyl reductase. The effect of phenylglyoxal on aldose 
reductase may be explained by the modification of a reactive thiol or 
lysine rather than an arginine residue. 

IT Nucleotides, biological studies 
RL: BIOL (Biological study) 

(aldehyde reductase inhibition by phenylglyoxal response to) 

IT Brain, composition 

(carbonyl reductase from human, inhibition of, by butanedione or 
phenylglyoxal ) 

IT Kinetics, enzymic 

(of inhibition, of carbonyl reductase by butanedione or phenylglyoxal) 

IT 57-41-0, Diphenylhydantoin 61-19-8, biological studies 

130-49-4, 2'-AMP 526-97-6 1094-61-7, NMN 4229-56-5, NMNH 6556-12-3 
16713-66-9 20762-30-5 53595-18-9 
RL: BIOL (Biological study) 

(aldehyde reductase inhibition by phenylglyoxal response to) 

IT 53-59-8, NADP 53-84-9, NAD 58-27-5, Menadione 
RL: BIOL (Biological study) 

(carbonyl reductase inactivation by phenylglyoxal response to) 

IT 431-03-8, 2, 3-Butanedione 1074-12-0, Phenylglyoxal 
RL: BIOL (Biological study) 

(carbonyl reductase inhibition by) 

IT 9028-12-0, Aldehyde reductase 9028-31-3, Aldose 
reductase 
RL: PROC (Process) 

(inhibition of, by butanedione or phenylglyoxal, carbonyl 
reductase compared to) 

IT 77106-95-7, Carbonyl reductase 
RL: PROC (Process) 

(inhibition of, from human brain by butanedione or phenylglyoxal) 
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1987:98546 Document No. 106:98546 Kinetic mechanism of sheep liver 

NADPH-dependent aldehyde reductase. De Jongh, Karen S.; Schofield, Philip 
J.; Edwards, Michael R. (Sch. Biochem., Univ. New South Wales, Kensington, 
2033, Australia). Biochem. J., 242(1), 143-50 (English) 1987. CODEN: 
BIJOAK. ISSN: 0306-3275. 

AB The kinetic mechanism of the major sheep liver aldehyde reductase (ALR1) 
was studied with 3 aldehyde substrates: p-nitrobenzaldehyde, 
pyridine-3-aldehyde, and D-glucuronate . In each case the enzyme mechanism 
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was sequential and product inhibition studies were consistent with an 
ordered Bi-Bi mechanism, with the coenzymes binding to the free enzyme. 
Binding studies were used to investigate the interactions of substrates, 
products, and inhibitors with the free enzyme. These provided evidence 
for the binding of D-glucuronate, L-gulonate, and valproate, as well as 
NADP and NADPH. The enzyme was inhibited by high concns. of D-glucuronate 
in a noncompetitive manner, indicating that this substrate was able to 
bind to the free enzyme and to the enzyme . cntdot . NADP complex at elevated 
concns. Although the enzyme was inhibited by high pyridine-3-aldehyde 
concns., there was no evidence for the binding of this substrate to the 
free enzyme. Sheep liver ALR1 was inhibited by the ionized forms of 
alrestatin, sorbinil, valproate, 2-ethylhexanoate, and 

phenobarbitone, indicating the presence of an anion-binding site similar 
to that described for the pig liver enzyme, which interacts with 
inhibitors and substrates contg. a C02H group. Sorbinil, 
valproate, and 2-ethylhexanoate inhibited the enzyme uncompetitively at 
low concns. and noncompetitively at high concns., whereas phenobarbitone 
and alrestatin were noncompetitive and uncompetitive inhibitors, resp. 
The significance of these results with respect to inhibitor and substrate 
binding is discussed. 
IT Liver, composition 

(NADPH-aldehyde reductase of, kinetic mechanism of) 
IT Mercapto group 

(essential, of NADPH-aldehyde reductase of liver) 
IT Michaelis constant 

(of NADPH-aldehyde reductase) 
IT Enzyme functional sites 

(of NADPH-dependent aldehyde reductase, of liver, arginine in) 
IT Kinetics, enzymic 

(of inhibition, of NADPH-aldehyde reductase) 
IT 50-06-6, Phenobarbitone, biological studies 53-59-8, NADP 

99-66-1 100-55-0, Pyridine-3-methanol 149-57-5 526-97-6 
51411-04-2, Alrestatin 68367-52-2, Sorbinil 
RL: BIOL (Biological study) 

(NADPH-aldehyde reductase of liver inhibition by, kinetics of) 
IT 74-79-3, Arginine, biological studies 
RL: BIOL (Biological study) 

(essential, of NADPH-aldehyde reductase of liver) 
IT 9028-12-0, NADPH-aldehyde reductase 

RL: MSC (Miscellaneous); PRP (Properties) 
(reaction mechanism of, of liver) 
IT 53-57-6, NADPH 500-22-1, Pyridine-3-aldehyde 555-16-8, 
p-Nitrobenzaldehyde, reactions 6556-12-3 
RL: RCT (Reactant) 

(reaction of, with NADPH-aldehyde reductase of liver, kinetics of) 
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1986:583722 Document No. 105:183722 Inhibition of hexonate dehydrogenase and 
aldose reductase from bovine retina by sorbinil, statil, M79175 
and valproate. Poulsom, Richard (Dep. Visual Sci . Pathol., Inst. 
Ophthalmol., London, WC1H 9QS, UK). Biochem. Pharmacol., 35(17), 2955-9 
(English) 1986. CODEN: BCPCA6. ISSN: 0006-2952. 

AB Statil [72702-95-5], sorbinil [68367-52-2], andM79175 

[82319-87-7] were potent inhibitors of aldose reductase (ALR2) [ 
9028-31-3]. These compds . varied, however, in their ability to 
inhibit hexonate dehydrogenase (ALR1) [9028-29-9], a closely related 
enzyme isolated from the same source. Statil and sorbinil were 
active against ALR2 at very low concns., but did not inhibit ALR1 at 
.ltoreq. 10 nM. In contrast, M79175 (structurally very similar to 
sorbinil) and M7HEQ [51031-80-2] (a flavonoid) were preferential 
' inhibitors of ALR1 . Valproate [99-66-1] was a poor inhibitor 
of ALR2 (18% at 1 mM) and of ALR1, particularly in comparison with M79175. 
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The therapeutic potential of these enzyme inhibitors for the treatment of 
complications from long-term diabetes is discussed. 
IT Diabetes mellitus 

(retinopathy in, aldose reductase and hexonate dehydrogenase inhibitors 
in treatment of) 
IT Eye, composition 

(retina, aldose reductase and hexonate dehydrogenase of, inhibitors 
for) 

IT 99-66-1 51031-80-2 68367-52-2 72702-95-5 102916-95-0 
RL: BIOL (Biological study) 

(aldose reductase and hexonate dehydrogenase of retina inhibition by) 
IT 9028-29-9 9028-31-3 
RL: PROC (Process) 

(of retina, inhibition of, by sorbinil and statil and 
valproate) 
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1987:95954 Document No. 106:95954 Effects of ONO-2235, sulindac, 
phenytoin and carbamazepine on lens aldose reductase 
from various species and on sorbitol accumulation in human red blood 
cells. Aida, Kaoru; Tawada, Masato; Onaya, Toshimasa (Med. Sch., Univ. 
Yamanashi, Yamanashi, Japan). Horumon to Rinsho, 34(6), 523-8 (Japanese) 
1986. CODEN: HORIAE. ISSN: 0439-5875. 

AB The inhibitory effects of the 4 title drugs on aldose reductase [ 
9028-31-3] from human, rat, and bovine lens were investigated. 
ONO-2235 (I) [82159-09-9] was the most potent inhibitor with a median 
inhibitory concn. (IC50) of .apprx.lO-8M for lens aldose reductase, while 
the IC50's of sulindac (II) [38194-50-2] and phenytoin [ 
57-41-0] were . apprx. 10-7.M and . apprx . 10-5M, resp. Both 
inhibitory profiles of I and II showed mixts. of uncompetitive and 
noncompetitive types for the reductase from humans, but a noncompetitive 
type for that from rats. In the study on the inhibition for sorbitol 
[50-70-4] accumulation, the IC50's of I and II were 6.2 .times. 10-6 M and 
6 .times. 10-6 M, resp. These results suggest that I and II are effective 
drugs for prevention and therapy of diabetic complications. 

IT Kinetics, enzymic 

(of inhibition, of aldose reductase, in lens of humans and lab. 
animals ) 

IT Erythrocyte 

(sorbitol of human, drugs effect on, diabetes treatment in relation to) 
IT Diabetes mellitus 

(treatment of complications in, drugs for, aldose reductase of lens 

inhibition and sorbitol accumulation by erythrocytes in humans and lab. 

animals in relation to) 
IT Eye, composition 

(lens, aldose reductase of, drugs inhibition of, of humans and lab. 

animals, diabetes mellitus treatment in relation to) 
IT 298-46-4 

RL: BIOL (Biological study) 

(aldose reductase of lens inhibition by and sorbitol accumulation by 

erythrocytes response to, in humans and lab. animals, diabetes 

treatment in relation to) 
IT 57-41-0, Phenytoin 38194-50-2, Sulindac 82159-09-9, 
ONO-2235 

RL: BIOL (Biological study) 

(aldose reductase of lens inhibition by and sorbitol accumulation in 

erythrocytes response to, in humans and lab. animals, diabetes 

treatment in relation to) 
IT 9028-31-3, Aldose reductase 
RL: BIOL (Biological study) 

(inhibition of, by drugs, of lens of humans and lab. animals, 

diabetes treatment in relation to) 
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IT 50-70-4, Sorbitol, biological studies 
RL: BIOL (Biological study) 

(of erythrocyte of humans, drugs effect on, diabetes treatment in 
relation to) 

L27 ANSWER 13 OF 15 CAPLUS COPYRIGHT 2002 ACS 

1985:518730 Document No. 103:118730 Inhibition studies on chicken muscle 

aldose reductase. Murphy, David G.; Davidson, William S. (Dep. Biochem. , 
Mem. Univ., St. John's, NF, A1B 3X9, Can.). Biochem. Pharmacol., 34(16), 
2961-5 (English) 1985. CODEN: BCPCA6 . ISSN: 0006-2952. 

AB Several compds. that are known to inhibit mammalian aldose reductases were 
examd. for their effects on chicken muscle aldose reductase (EC 1.1.1.21). 
Sorbinil was the most effective compd. tested. Alrestatin and 
phenobarbital were effective inhibitors of the enzyme although their 
concn. giving 50% inhibition (IC50) values were 10-fold more than that of 
sorbinil. Indomethacin, diphenylhydantoin, phenacetin, and 
valproate were also inhibitors of chicken muscle aldose reductase but were 
less effective. These compds. are all noncompetitive inhibitors with 
respect to substrate. Menadione bisulfite, a water-sol. analog of vitamin 
K3, which is a substrate for carbonyl reductase but not aldose reductase, 
was a competitive inhibitor of chicken aldose reductase with respect to 
substrate. This observation is discussed with ref. to the possible 
treatment of muscular dystrophy with specific inhibitors of aldose 
reductases . 

IT Chicken 

(aldose reductase of muscle of, inhibition of, by inhibitors of 

mammalian enzyme) 
IT Muscle, composition 

(aldose reductase of, of chicken, inhibition of, by inhibitors of 

mammalian enzyme) 
• IT Kinetics, enzymic 

(of inhibition, of aldose reductase, of muscle) 
IT Muscular dystrophy 

(treatment of, aldose reductase inhibitors 

in relation to) 

IT 50-06-6, biological studies 53-86-1 57-41-0 62-44-2 
99-66-1 130-37-0 51411-04-2 68367-52-2 
RL: BIOL (Biological study) 

(aldose reductase of chicken muscle inhibition by, kinetics and 
mechanism of) 
IT 9028-31-3 

RL: PROC (Process) 

(inhibition of, of chicken muscle, by inhibitors of mammalian enzyme) 
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1983:188 Document No. 98:188 Inhibition of aldose reductases from rat and 
bovine lenses by hydantoin derivatives. Inagaki, Kazuhiro; Miwa, 
Ichitomo; Yashiro, Tamotsu; Okuda, Jun (Fac. Pharm., Meijo Univ., Nagoya, 
468, Japan). Chem. Pharm. Bull., 30(9), 3244-54 (English) 1982. CODEN: 
CPBTAL. ISSN: 0009-2363. 

GI 



0 




I, R=H 



0 II, R=Br 
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AB Fifty-four hydantoin derivs . consisting of 25 hydantoins, 21 

2-thiohydantoins and 8 2-alkylthiohydantoins were synthesized and tested 
for in vitro inhibition of aldose reductase [9028-31-3] from 
rat and bovine lenses. 1- (benzenesulfonyl) hydantoin (I) [83800-61-7] and 
its derivs., 1- [ (substituted benzene) sulfonyl]hydantoins, were found to be 
potent inhibitors of the enzymes. 1- [ (p-bromobenzene) sulfonyl] hydantoin 
(II) [83800-77-5] was the most potent among them. It inhibited purified 
rat and bovine lens aldose reductases by 50% at 7 .times. 10-7M and 3.7 
.times. 10-7M, resp. Inhibition of rat and bovine lens aldose reductases 
by II was due to its nonionized form, but not the ionized form, and was of 
a noncompetitive type with respect to DL-glyceraldehyde as a substrate. 
Structure-activity relations and the potential value of these compds . in 
diabetic cataract prevention are discussed. 
IT Diabetes mellitus 

(cataract therapy in, aldose reductase 
inhibition by hydantoins in relation to) 
IT Kinetics, enzymic 

(of inhibition, of aldose reductase) 
IT Cataract 

(treatment of, in diabetes, aldose reductase 
inhibition by hydantoins in relation to) 
IT Molecular structure-biological activity relationship 
(aldose reductase-inhibiting, of 
hydantoins ) 
IT Eye, composition 

(lens, aldose reductase of, hydantoins inhibition of, structure in 
relation to) 

IT 57-41-0 86-35-1 461-72-3 503-87-7 577-47-9 584-26-9 

2010-15-3 3157-03-7 4333-22-6 7253-52-3 14719-87-0 14748-39-1 
15355-79-0 17059-07-3 21109-49-9 26558-83-8 30681-70-0 
32832-07-8 36137-80-1 37428-88-9 82771-21-9 83800-53-7 
83800-54-8 83800-55-9 83800-56-0 83800-57-1 83800-58-2 
83800-59-3 83800-60-6 83800-62-8 83800-63-9 83800-64-0 
83800-65-1 83800-66-2 83800-67-3 83800-68-4 83800-69-5 
RL: BIOL (Biological study) 

(aldose reductase inhibition by, 
structure in relation to) 
IT 9001-40-5 9001-48-3 9001-51-8 9001-59-6 9001-60-9 9031-72-5 
RL: PROC (Process) 

(inhibition of - , by (benzenesulfonyl) hydantoins) 
IT 9028-31-3 

RL: PROC (Process) 

(of eye lens, hydantoins inhibition of, structure in relation to) 
IT 83800-61-7P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. and aldose reductase inhibition 
by, structure in relation to) 
IT 461-72-3DP, derivs. 503-87-7DP, derivs. 1620-28-6P 23286-28-4P 
38697-38-0P 83800-70-8P 83800-71-9P 83800-72-OP 83800-73-1P 
83800-74-2P 83800-75-3P 83800-76-4P 83800-77-5P 83800-78-6P 
83800-79-7P 83800-80-OP 83800-81-1P 83800-82-2P 
RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. and aldose reductase-inhibiting 
activity of, structure in relation to) 
IT 1080-44-OP 1215-64-1P 5398-96-9P 13029-72-6P 13029-73-7P 
13029-74-8P 15054-42-9P 15054-44-1P 23776-98-9P 
RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation) 
(prepn. and reaction of, with thiocyanate) 
IT 56-40-6, reactions 
RL: RCT (Reactant) 

(reaction of, with benzenesulfonyl chlorides) 
IT 98-09-9 98-58-8 98-59-9 98-60-2 98-68-0 98-74-8 121-51-7 
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121-60-8 1694-92-4 
RL: RCT (Reactant) 

(reaction of, with glycine) 

L27 ANSWER 15 OF 15 CAPLUS COPYRIGHT 2002 ACS 

1980:54 5254 Document No. 93:14 5254 Human brain aldehyde reductases: 

relationship to succinic semialdehyde reductase and aldose reductase. 
Hoffman, Paula L.; Wermuth, Bendicht; Von Wartburg, Jean Pierre (Med. 
Chem. Inst., Univ. Bern, Bern, Switz.). J. Neurochem., 35(2), 354-66 
(English) 1980. CODEN: JONRA9 . ISSN: 0022-3042. 

AB Human brain contains multiple forms of aldehyde-reducing enzymes. One 
major form (AR3) , as previously shown, has properties that indicate its 
identity with NADPH-dependent aldehyde reductase isolated from brain and 
other organs of various species; i.e., low mol . wt . , use of NADPH as the 
preferred cof actor, and sensitivity to inhibition by barbiturates. A 2nd 
form of aldehyde reductase (SSA reductase) specifically reduces succinic 
semialdehyde (SSA) to produce . gamma . -hydroxybutyrate . This enzyme form 
has a higher mol. wt . than AR3, and uses NADH as well as NADPH as 
cofactor. SSA reductase was not inhibited by pyrazole, oxalate, or 
barbiturates, and the only effective inhibitor found was the flavonoid 
quercetin. Although AR3 can also reduce SSA, the relative specificity of 
SSA reductase may enhance its in vivo role. A 3rd form of human brain 
aldehyde reductase, AR2, appears to be comparable to aldose reductases 
characterized in several species, on the basis of its activity pattern 
with various sugar aldehydes and its response to characteristic inhibitors 
and activators, as well as kinetic parameters. This enzyme is also the 
most active in reducing the aldehyde derivs. of biogenic amines. These 
studies suggest that the various forms of human brain aldehyde reductases 
may have specific physiol. functions. 

IT Brain, composition 

(aldehyde reductases of) 

IT Michaelis constant 

(of aldehyde reductases) 

IT 50-06-6, biological studies 50-53-3, biological studies 57-41-0 

57-44-3 117-39-5 147-84-2, biological studies 153-18-4 522-12-3 

4940-39-0 16713-66-9 

RL: BIOL (Biological study) 

(aldehyde reductases of brain inhibition by) 

IT 112-31-2 123-72-8 2591-98-2 6556-12-3 7339-87-9 20830-81-3 
29345-55-9 32449-92-6 59005-56-0 59005-59-3 
RL: BIOL (Biological study) 

(aldehyde reductases of brain specificity for) 

IT 9028-12-OP 9028-31-3P 56093-26-6P 
RL: PREP (Preparation) 

(of brain, purifn. and properties of) 

IT 53-57-6 58-68-4 58-86-6, reactions 367-47-5 555-16-8, reactions 
692-29-5 

RL: RCT (Reactant) 

(reaction of, with aldehyde reductases, kinetics of) 



=> s mylari, b?/au, in 

1 IN 1 IS NOT A VALID FIELD CODE 
L28 13 FILE MEDLINE 

L29 62 FILE CAPLUS 

L30 37 FILE BIOSIS 

'IN' IS NOT A VALID FIELD CODE 
L31 15 FILE EMBASE 

L32 0 FILE JICST-EPLUS 

L33 34 FILE WPIDS 

TOTAL FOR ALL FILES 
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L34 



161 MYLARI, B?/AU, IN 



=> s 134 and 119 

L35 0 FILE MEDLINE 

L36 0 FILE CAPLUS 

L37 0 FILE BIOSIS 

L38 1 FILE EMBASE 

L39 0 FILE JICST-EPLUS 

L40 0 FILE WPIDS 

TOTAL FOR ALL FILES 

L41 1 L34 AND L19 

=> d 

L41 ANSWER 1 OF 1 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B.V. 
AN 91167778 EMBASE 
DN 1991167778 

TI A highly specific aldose reductase inhibitor 

, ethyl l-benzyl-3-hydroxy-2 ( 5H) -oxopyrrole-4-carboxylate, and its 
congeners . 

AU Mylari B.L.; Beyer T.A. ; Siegel T.W. 

CS Central Research Division, Pfizer Inc.,Groton, CT 06340, United States 
SO Journal of Medicinal Chemistry, (1991) 34/3 (1011-1018). 

ISSN: 0022-2623 CODEN: JMCMAR 
CY United States 
DT Journal; Article 
FS 012 Ophthalmology 

029 Clinical Biochemistry 

030 Pharmacology 

037 Drug Literature Index 

LA English 
SL English 



=> log y 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 
STN INTERNATIONAL LOGOFF AT 09:34:53 ON 18 APR 2002 



SINCE FILE 
ENTRY 
118.53 



SINCE FILE 
ENTRY 
-8.67 



TOTAL 
SESSION 
1779.87 

TOTAL 
SESSION 
-57.93 
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